Thyroid hormones exert a major control over many vital functions of the human body and thus have an important role in maintaining homeostasis. Therefore, the hypothyroid state is associated with a wide spectrum of symptoms affecting almost all bodily functions. Among the major organs affected, nervous system and body metabolism are severely affected. Facial appearance, including ocular changes, is a characteristic of the hypothyroid state. The most prominent ocular features of hypothyroidism include loss of eyelashes and eyebrows, especially on the temporal side, puffiness of the eyelids, ocular irritation and ocular protrusion. Mild drooping of the eyelids is also seen in some patients due to loss of sympathetic tone; however the occurrence of complete bilateral ptosis is rare in the setting of hypothyroidism. Our patient, who presented with sudden onset bilateral ptosis, had no manifestations of diseases involving the ocular structure, cranial nerves or central nervous system primarily; the cause may be attributed to severe hypothyroidism considering the dramatic response to thyroxine replacement therapy.
INTRODUCTION
Thyroid hormones are major regulators of a number of vital organ systems. Therefore, it is obvious that in a state of depressed hormone production, all the body's major organs are affected. As signs and symptoms develop gradually, many patients seek medical attention many months or years after the disease onset. Hypothyroidism has a higher prevalence in the female population because of its frequent association with autoimmunity. Initial symptoms of disease may be subtle, such as dry coarse skin and cold intolerance that may be ignored before the appearance of symptoms of major system involvement.
Among its varied presentations, involvement of the central nervous system is commonly encountered in hypothyroidism. It can affect both central and peripheral nervous systems at multiple levels along with severe muscular disorders. 1 Patients may present with fatigue, psychomotor slowing and sometimes with severe intellectual disturbances such as dementia. Proximal myopathy is seen in around 25% of patients. 2 Weakness is usually mild and is slowly progressive over months to years. Myxedema is present in around one third of hypothyroid patients. Although ocular symptoms are also present in many patients, manifesting as periorbital puffiness and drooping of eyelids, presenting exclusively as complete ptosis is rare. We report the case of a female who presented with long standing features of hypothyroidism with proximal myopathy with sudden onset changes in consciousness levels and bilateral ptosis.
CASE REPORT
A 55-year-old housewife presented to the emergency department with complaints of excessive drowsiness, decreased oral intake and complete inability to open her eyes for 3 days. In the last three years, she also had difficulty getting up from the squatting position, combing her hair and dressing. These difficulties were gradually progressive with no diurnal variations or periodic fluctuations. She complained of increased sensitivity to cold, dryness of skin, increased hair loss, hoarseness of voice and easy fatigability. She had no history of intake of any prescribed or over-the-counter medications. She also had no history or family history of any major illnesses.
Her detailed physical examination revealed periorbital puffiness and dry, coarse skin with a lemon-yellow tinge. She suffered from extreme psychomotor retardation and only responded to simple motor commands. Complete bilateral ptosis was present although cranial nerve function examination was normal with no facial abnormality. External ocular movements were normal in all directions. No tremors or fasciculations were elicited. Pupillary reaction and pupil size were normal bilaterally. Muscle bulk of the upper and lower limbs was normal. Power in the proximal muscle groups in both upper and lower limbs was decreased (3/5), however it was normal in the distal group of muscles (5/5). Deep tendon reflexes although present, showed delay in relaxation phase. There was no sensory deficit in any limb. Examination of the pulmonary, cardiovascular and abdominal systems was unremarkable and did not reveal any abnormality. Her baseline investigations revealed hemoglobin level of 11 g/dl with normocytic, normochromic picture on peripheral blood smear with normal serum levels of ferritin, vitamin B12 and folic acid. Renal and liver function analyses along with serum electrolytes were within normal limits. Blood sugar levels and HbA1c were also normal. Lipid profile was deranged with increased serum triglyceride and cholesterol levels. Further investigations revealed a state of primary hypothyroidism (Table 1 ). Her CPK levels were raised to 410 U/L (60-174 U/L). Serum cortisol and Serum ACTH levels were normal.
Electromyographic study revealed myopathic pattern of weakness in the proximal muscle groups of both upper and lower limbs. Repeated nerve stimulation for ocular muscles was negative for myasthenia gravis. Acetylcholine receptor and anti-skeletal antibody levels were not elevated. Cranial MRI and abdominal ultrasound were normal. Contrast-enhanced computed tomography of the chest ruled out any evidence of thymoma. Ultrasound of the thyroid gland revealed small lobes and isthmus with normal blood flow on color doppler. Echocardiography showed grade I diastolic dysfunction with normal left ventricular ejection fraction. Detailed ophthalmic examination ruled out any local, infectious, inflammatory or aponeurotic causes of ptosis.
The patient was started on 100 µg (1.6 µg/Kg body weight) of thyroxine daily. After one week of treatment, the patient dramatically improved, with complete recovery of ptosis and significant improvement in her consciousness level. Her muscle power also improved, although some residual weakness was still persistent. The patient was discharged after 2 weeks of hospitalization on the same treatment, and was advised regular monthly follow up. Her thyroid function tests were repeated every 2 months with necessary titration of the dose until her free T4 and TSH levels were restored to normal range. Her sense of well-being improved gradually, with definitive improvement in muscle power. After 6 months of followup, all her symptoms pertaining to hypothyroidism had resolved and she had no active complaint.Ê
DISCUSSION
Hypothyroidism is one of the most common endocrine disorders, more frequently affecting females. About 42 million people in India suffer from thyroid disease and iodine deficiency has largely been implicated as the leading cause of hypothyroidism. 3 Among these patients, autoimmune thyroiditis was demonstrable in 7.5% of subjects. 4 Hashimoto's thyroiditis is the most common form of autoimmune thyroid disease in areas of iodine deficiency, caused by T-cell mediated disease with a strong genetic component. 5 It is usually diagnosed by demonstration of anti-thyroid antibodies and findings of thyroiditis on ultrasonography. Secondary hypothyroidism from pituitary or hypothalamic dysfunction is usually rare.
Thyroid hormones exert control over basic metabolic functions of the body, therefore its deficiency is expected to produce a wide array of symptoms. It covers a wide spectrum of clinical and biochemical diseases, from clinically inapparent disease to myxoedema coma. 6 Hypothyroidism emerges insidiously and is nonspecific. The clinical features may be atypical, and the diagnosis may be missed easily particularly in the elderly. 7 Without regard to the cause of hypothyroidism, neuromuscular and musculoskeletal manifestations are present in many of these patients. 8 The hypothyroid state severely impairs protein and carbohydrate metabolism affecting many organ systems, especially the muscles manifesting as pain with muscle exertion. A shift in distribution of muscle fiber types is also observed as shift from fast twitch fibers to slow twitch fibers which causes slowed muscle contraction and relaxation known as "hypothyroid myopathy." A reduction in muscle mitochondrial oxidative capacity and beta-adrenergic receptors, as well as the induction of an insulin-resistant state, may result in these changes. Hypothyroid myopathy typically manifests as polymyositis-like myopathy with proximal muscle weakness and an increased creatine kinase level. 9 Typical facial features and ocular changes Electromyographic study revealed myopathic pattern of weakness in the proximal muscle groups of both upper and lower limbs. Repeated nerve stimulation for ocular muscles was negative for myasthenia gravis. Acetylcholine receptor and anti-skeletal antibody levels were not elevated. Cranial MRI and abdominal ultrasound were normal. Contrast-enhanced computed tomography of the chest ruled out any evidence of thymoma. Ultrasound of the thyroid gland revealed small lobes and isthmus with normal blood flow on color doppler. Echocardiography showed grade I diastolic dysfunction with normal left ventricular ejection fraction. Detailed ophthalmic examination ruled out any local, infectious, inflammatory or aponeurotic causes of ptosis.
Thyroid hormones exert control over basic metabolic functions of the body, therefore its deficiency is expected to produce a wide array of symptoms. It covers a wide spectrum of clinical and biochemical diseases, from clinically inapparent disease to myxoedema coma. 6 Hypothyroidism emerges insidiously and is nonspecific. The clinical features may be atypical, and the diagnosis may be missed easily particularly in the elderly. 7 Without regard to the cause of hypothyroidism, neuromuscular and musculoskeletal manifestations are present in many of these patients. 8 The hypothyroid state severely impairs protein and carbohydrate metabolism affecting many organ systems, especially the muscles manifesting as pain with muscle exertion. A shift in distribution of muscle fiber types is also observed as shift from fast twitch fibers to slow twitch fibers which causes slowed muscle contraction and relaxation known as "hypothyroid myopathy." A reduction in muscle mitochondrial oxidative capacity and beta-adrenergic receptors, as well as the induction of an insulin-resistant state, may result in these changes. Hypothyroid myopathy typically manifests as polymyositis-like myopathy with proximal muscle weakness and an increased creatine kinase level. 9 Typical facial features and ocular changes are characteristic of hypothyroid state manifesting with loss of eyelashes and eyebrows especially on the temporal side, puffiness of eyelids, ocular irritation and ocular protrusion. These are largely attributed to accumulation of glycosaminoglycans and cross reactivity of autoantibodies with orbital and dermal fibroblasts.
The occurrence of complete bilateral ptosis is very rare in the setting of hypothyroidism, although mild drooping of eyelids may be present in some patients due to loss of sympathetic tone. Since our patient, who presented with sudden onset bilateral ptosis had no manifestations of disease involving the eye, cranial nerves or central nervous system primarily; the cause may be attributed to severe hypothyroidism, particularly the ptosis responded dramatically to thyroxine replacement therapy. Various mechanisms may be postulated, although the exact cause is still unknown.
Myokymic discharges may be the etiology behind this rare manifestation. 10 An autoimmune basis due to antibody interference with the function of potassium channels, leading to increased nerve terminal excitability, is a documented cause of myokymia. 11 Another hypothesized mechanism is focal demyelination involving isolated terminal branches to the orbicularis oculi followed by multiple grouped discharges on demyelinated axon terminals leading to myokymia and persistent ptosis. Lee et al. reported a similar case of ptosis due to hypothyroidism which was secondary to Sheehan's syndrome. 12 Cho et al. described a case of pituitary apoplexy with Sheehan's syndrome and isolated third cranial nerve palsy. In their case, direct mechanical compression of the third cranial nerve or the vascular supply to the nerve resulted in a sudden onset of isolated third cranial nerve palsy. The patient's ptosis was improved by surgical decompression. 13 Proximal myopathy and severe bilateral ptosis due to hypothyroidism were also reported by Green PH in a 28 year-old female. 14 Apart from these, there have been few case reports of patients of myasthenic syndromes who responded completely with thyroxine treatment alone. 15 
CONCLUSION
In this paper, we intend to highlight the unusual presentation of hypothyroid state in the form of sudden onset bilateral ptosis with features of proximal myopathy and no other identifiable etiology for this presentation. This is further supported by the fact that the patient completely recovered with thyroxine replacement therapy alone.
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